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INTERNATIONAL PRELinAlNARY REPORT 
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International application No. 
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Box No. I Basis of the report 

1 . With regard to the language, this report is based on the international application in the language in which it was 
filed, unless othenAfise indicated under this item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 andtor 55.3) 

2. With regard to the elements* of the international application, this report is based on (replacement sheets which 
— have-been^mished-to-the reeeMng-Offiee in respoRse to-an-invitation-under- ArtiGle-IA are referr^d-to-in-this- ~ 

report as "originally filed" and are not annexed to this report): 



Descnption, Pages 

1-4, 7, 9, 10. 12-16, 19-83, 85-90 as originally filed 

5, 5a, 6. 8. 1 1 , 1 7, 1 8, 84 received on 1 5.04.2005 with letter of 1 3.04.2005 
Claims, Numbers 

9-38 as originally filed 

1 -8 received on 1 5.04.2005 with letter of 1 3.04.2005 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4. 13 This report has been established as if (some of) the amendments annexed to this report and listed below 
had not been made, since they have been considered to go beyond the disclosure as filed, as indicated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 
S the claims, Nos. 1 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded. " 
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INTERNATIONAL PRELIMINARY REPORT 
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International application No. 
PCTyEP2004yD06330 



Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application, 
IS! claims Nos. 30-38 

because: 

El ^the-said-intemational-application,.-or-the-saidxlaims-Nos.-30=38-relate-toJheJollowing.subject^ — 

does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no intemational search report has been established for the said claims Nos. 

□ the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written fonm □ has not been furnished 

does not comply with the standard 

the computerVeadable form □ has not been furnished 

□ does not comply with the standard 

□ . the tables related to the nucleotide and/or amino acid sequence listing, if in computer readable form only, do 

not comply with the technical requirements provided for in Annex C-bis of the Administrative. Instructions. 

□ See separate sheet for further details 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-38 

No: Claims 

Inventive step (IS) Yes: Claims 1-38 

No: Claims 

Industrial applicability (lA) Yes: Claims 1-.29 

No! ^Clairns 



2. Citations and explanations (Rule 70.7): 
see separate sheet 
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International application No. 
P.CT/EP2QQ4/006330 



D1 : WO 00/551 1 8 A (GLAXO GROUP LTD ; BLANCHARD STEVEN GERARD 
(US); COBB JEFFERY EDMUND (U) 21 September 2000 (2000-09-21) 

D2: WO 97/27847 A (PATCHETT ARTHUR A ; BERGER JOEL P (US); MERCK & 
CO INC (US); MOLLER DA) 7 August 1997 (1997-08-07) 



1 . For the assessment of the present claims 30 to 38 on the question whether they are 
industFially-appliGablerno-unifled GriteFia^ist-in4he-PCTi-Contracting-States,-The 

patentability can also be dependent upon the fonmulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 

Claims 30 - 38 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) PCT). 

2. Following arnendments are considered to go beyond the disclosure as originally filed 
(Article 34(2)(b) PCT: 

Definition of -1'- : 

The added substituents "phenyl", "phenoxy" and "benzyloxy" have their basis 
only in the examples, where other variables have a certain specific definition. . 
Any generalization of the examples is considered to represent an amendment 
which violates the requirements of Article 34(2)(b) PCT. 
Definition of R6 and R7: 

Basis for this amendment is to be found only in examples 36 and 251 . Any 
generalization of the examples is considered to represent an amendment which 
violates the requirements of Article 34(2)(b) PCT. 

The present International Preliminary Examination Report is thus based on claim 1 as 

originally filed. 
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3. The claimed compounds differ from tfie compounds disclosed in D1 by the fact that in 
D1 the phenyl-ring of the benzamid-group is substituted by a nitro group and a group 
"X" whereas the claimed compounds do not have such a substitution pattem. 
The claimed compounds differ from the compounds disclosed in D2 by the fact that 
D2 does not disclose benzamid-derivatives. 

The subject matter of present claims 1 to 38 is thus considered to be novel over said 
prior art (PCT Article 33.2). 



4. In view of D1 which is considered to represent the closest prior art the underlying 
problem can be defined by the provision of further compounds acting as modulators 
of PPAR-gamma. 

To represent a solution it has to be shown that a representative amount of 
compounds falling within the scope of present formula (I) but showing different 
structural features show this activity. In particular a representative number of 
benzamides falling within the structure of fonmula (I) but having different substitution 
pattern have to be tested and proven for their activity. 
Having regard to the data provided by the Applicant (see Annex I) it can be 
considered that the underlying problem has been solved over the whole scope of the 
general formula (I) of claim 1 . 

This solution is in addition considered to be based on an inventive step: starting from 
D1 as the closest prior art document it was not obvious for the slcilled person to 
modify the basic structure of the compounds of D1 In the way it has been done in 
present application to still get biological active modulators of PPAR-gamma. 

Consequently present claims 1 to 38 are considered to be based on an inventive step 
(PCT Article 33,3). 

5. Industrial applicability is given for present claims 1 to 29 (PCT Article 33.3). 
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discovery of drugs that have great potential in the 
treatment of diseases such as type-2 diabetes, dyslipidemia, 
syndrome X, cardiovascular diseases (including 
atherosclerosis) , hypercholesteremia, colon cancer, skin 
disorders (including psoriasis, and wound healing. Tan at 
al., £!xpert Qpin. Ther. Targets, 2004, 8, 39), and bone 
diseases (Pei et al., J. Clin. Invest., 2004, 113, 805-806). 

Consequently, it is of great interest to provide new 
therapeutic agents that selectively modulate PPARy, and PPARy 
/ PPAR5. 

Kundu and collaborators have described benzamides (3) , (4) 
and (5) as W-D-glucosidase inhibitors (Comb. Chem. High. 
2002, 5, 545-550) . These conipounds are structurally close to 
those of this invention, but were described for different 
uses* 




R=OMe (4) 
R=Br (5) 



Kundu and collaborators have described benzamides (3), (4) 
and (5) as N-D-glucosidase inhibitors (Comb. Chem. High. 
2002, 5, 545-550), WO 02/096426 disclose compo\inds (6) and 
(7) as intermediates for compo\inds which are matrix 
metalloproteinase inhibitors. Finally, WO 04/014844 disclose 
compoiuds (8) cuid (9) as factor IX modulators. These 

AMENDED SHEET llM 
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compoiinds are structurally close* to those of this inves^tion, *• 
but were described for different uses. 




OR" 



Cyclopentyl - 



R R^. 

( 3 ) Phenyl - Benzyl - 

( 4 ) 4 -Me thoxyphenyl - Benzyl - 

(5) 4-Bromophenyl- Benzyl- 

(6) 2- 
Me thylc[uinol in- 
4-yl- 

(7) 2- 
Methylquinolin- yl- 
4-yl- 

(8) Phenyl- 

(9) Phenyl - 



-H 
-H 
-H 

-methyl 



Tetrahydropyran- 4 - -methyl 



Biphenyl - 4 -ylme thyl 



-H 



Tr i f luoromet hoxybiph 
enyl - 4 -methyl - 



SUMMARY OP THE INVENTION 

One aspect of the present invention relates to the provision 
of new compounds of formula (I) , 
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(0 

Its stesceolBomers and mixtures thereof, its polymorphs and 
mixtures thereof, and the phanuaceutically acceptable 
solvates and addition salts of atLl of them, wherein the 
central benzene ring may be substituted in meta- or para- 
position and, 

—A is a radical selected f roia the group consisting of 

-ORl, -HR20R1 Said -IIR2R3; wherein Rl, R2 and R3 
independently represent -H or - (C1-C4} -alkyl; 

is a biradiceLL selected Zx<m the group: =-Iiffi[-GH(B) -> - 
W(B) OIIj , and -Sr(D) -CHa-CHa-; Wherein E is a radical 
of the -G-I-ir-K type and D is a radical of the -G-I'- 
J-K type where:' 



-6 - is a bond or a --(CH2)x-4- biradical; 

-I - is a biradical of a cycle selected from tho ni 

cb 

following groups: ^ 
a) cyclcprcqpane, cyclobutane, cyclopentane, ^ 
cyclohexane and cydohexene, all optionally ^ 
substituted by one or several radicals 
independently selected from -OH, 0x0 (=0) , - 
CHO, -SH, -HO2/ -CN, -P, -CI, -Br, (C1-C4)- 



DO 

alkancyl , (C1-C4) -alkoxycarbonyl , (C1-C4) - Q 
alkanoyloxy, (C1-C4) -alkylsulphinyl, (C1-C4)- !]|^ 
alkylsulphenyl, (C1-C4) -eakyleiaphonyl, (C1-C4) - 
alkyloa^-SQa- # (C1-C4) -alkyl-SOaO-, -HR2R3, 
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being optioneaiy substituted by one or several 
radicals independently selected from" -OH, oxo 
(=0) , -CHO, -SH, -NO2, -CH, -F, -CI, -Br, (Ct- 
Ca)-alIcanoyl, (Ci-C4) -alkoocycarbonyl, (C1-C4)- 
alkanoyloxy, (C1-C4) -alkyl^ulphinyl, (Ci-Ca)- 
allcylsulphenyl, {C1-C4) -allcylsulphonyl, (Cx-C*)- 
alkyloacy-SOa-, (Ci-Cj -allcyl-SOaO-, -NR2R3, - 
^^sizR3, (Cx-C4)-ralkyi ^optioiaiTy subWituEed"": 
by one or several -OH or -P, and (Ci-C*) - 
alkoxyl optionally substituted by one or 
several -OH or -P; 

is a bond or a biradical selected from the 
following groups: 

a) - (CH2) x.4-alkylidene; 

b) -o-, —9—, — «e-7 — s^z-j — e©-7 — oco , — gqq^ 

OQOiinia / — imacoo 1 ooima 1 mrdoo j ima 1 

am a gQji 1 cojm'n t and 

C) -O- {Cx-CtY^ ^Cx Gi) - 0 - , 0 (Cx Oa) - f (Ox C^) S ^ ^ ^ - 

, -SO-(Ci-C4)-, . - (CX-C4) -SO- , -SO2- (Ci-C4),x^ 
(Cx-C4)-SOa-, -OCO- (C1-C4) - , -COO- (^;;P<r^ " (Ci- 
C4)-OCO-, -{Cx-C4)-COO-, -OCpSHt^(Cx-C4) -, 
l!lR2COO- (Cx-C4) - , - (Car9*>''=6c013R2- , - (C1-C4) - 
MR2COO-, -Q0Tm2-J^t^<!^ , -NR2CO- (Cx-Cft) -, - (Cx- 
C4) -COHR2-^3'ft$^4) -NR2CO-, -NR2-(Cx-Ci)-, -{Cx- 
C4) -■Sp^<^80^IB2- (C1-C4) - , -NR2S0a- ICX-C4) - , - 

^«r^) gnxT>Tna-, — -( Ci Cu) imaooj ; '■ • 

is a radical selected from the following 
groups : 

a) -H; 

b) {Cx-C4)-alkyl; 

c>a radical from a cycle selected from the 
following: cyclopropane, cyclobutane, 

cyclopentane, cyclohexane and cyclohexene, all 
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c) benzene substituted by one or several radicals 
independently selected from -OH, -CHO, -SH, 

-NOa/ -C3ff, -P, -CI, -Br, . (Cx-Ci) -alkanoyl, 

(CX-C4) -alkoxycarbonyl , (Gx- C4 ) -alkanoyloxy ^ 

(C1-C4) -alkylsulphinyl , (Ci-:C4) -aUcylsulpbenyl , 

(C1-G4) -alkylsulphonyl , (C1-C4) -alkyloxy-SOa- , 

(Ci-C4) -alkyl-SOaO- , -NR2R3 , -COMR2H3 , 



(C1-G4) -alkyl optionally substituted by one or 
several -OH or -P, and (Ca-C4) -alkoxyl 
optionally substituted by one or several -OH or 
-P; and 

d) a bicyclic system consisting of a benzene fused 
with a five- or six-menibered ring optionally 
containing .from one to three heterdatdms 
selected froin O, S and N, being this bicyclic 
system optionally substituted by one or several 
radicals independently selected from -OH; 0x0 
{=p) , -CHO, -SH, -MO2, -Caii -P, -01, -Br, 
( 9i-:C4) -alkanoyl , (C1-C4) -alkoxycarbonyl , 

(C3L-C4) -alkanoyioxy, (CX-C4) -alkylsulphinyl , 

(Cx-Ca) -alkylBulphenyl, (C1-C4) -alkylsulphonyl , 
(CX-C4) -alkyloxy-S02- , {CX-C4) -alkyl-SpaO- , 

-NR2R3/ -C0NR2R3, (CX-C4) -alkyl optionally 
substituted by one or several -OH or -F, 
(CX-C4) -alkoxyl optionally substituted by one 
or several -OH or -F/ f>WG.viy€y ^^^\jo^>cy ^uU.^u,^y€c>)cyj 

is a radical selected - from the following 
groups: 
a) -Q-I-J-T wherein 

-Q- is a biradical -{CHa)x-3-; 
-X- is as defined above; 
-J- is as defined above; and 
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optionally, substituted by one or several 
^OH or -F, and (Cx-Ca) -alkoxyl optionally 
substituted by one or several -OH or -P; 
and 

c.e) a heterocyc2le and 

heterocycle- (Cx-Ca) -alkyl , wberein tbe 
heterocyde is a five- or six-meinbered 
" 3cing containing from one' to three 

beteroatoms selected from O, S and N, 
being this heterocyclo optionally 
etibstituted by one or several radicals 
selected from -OH, oxo (=0) , -OIO, -SH, 
-NO2V -casi, -P, -01, -Br, (dx-C4)-alkanoyl, 

(CX-C4) -alkoxycarbofiiyl, 

(Cx-Ga) -alkanoyloxy, 

(Cx-'C4) -alkylsulphinyl, 

(CX-C4) -alkylsulphenyl , 

(Cx-C^) -alkylsulphonyl, 

(Cx-C4)-alkyloxy-S02-, (Cx-C*) -alkyl-SOsO-, 
-igR2R3 , -CONR2R3 r (CX-C4) -alkyl 

optionetLly substituted by one or 
several several -OH or -P/ and 
(CX-C4) -alkoxyl optionally substituted by 
one or several -OH or -P; 

-p- is as defined above; 

-I- is as defined above; 

-J- is as defined above; and 

-T is as defined above; 

d) -(CH2)s-NR6R7, wherein s is as defined above , 
and R6 and R7 together with ^?|^N^^reJ^ 
* forming a five-^ ^ si3^-aMabei?e4^ cycle 
optionally containing from one to three 
additional heteroatoms selected from O, S and 
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H, and that may be £used or stibBtituted by one 
or two five- or six-menibered cycles optionally 
containing one or several heteroatoms selected 
from the group composed of O, S and N, all the 
cycles being optionally substituted by one or 
several radicals indep^idently selected £r<»n 
. -OH, oxo (=0), -CHO, -SH, -NOa, -CM, -P, -CI, 

(C!t-C4) -alkanoyloxy, (C1-C4) -alkylsulphinyl , 
(C1-C4) -alkylsulphenyl , (C1-C4) -alkylsulphonyl , 
(Ci-C4)-alkyl<»cy-SC>a-, (Cx-C*) -alkyl-SOaO-, 

-HR2R3, -CcasiR2R3, (CX-C4) -alkyl optionaily 
siibstltuted by one or several -OH or -P, and 
(6i-C4) -alkoxyl optionally substituted by one 
or several -OH or -P; and 
e) - (CEb)u-C!0-lSIR6R7 wherein u is as defined 
above, suad R6 and R7 are as defined above; 

^th the proviso that compound of fonnula (1) is neither of 
2- (4-benzyloac3^enzoylamino) -3-phenylpropionic acid, 
2- [4- (4-inetbcx8;yben2grloxy)b6nzoylamino] -3-phenylpropianic 

acid, ^ 
2- [4- (4-braiB6beazylaKy) benzoylaminb] -3-phenylpropionic aci<^ 

in a particular «iibodiinent of this a^ect of the invention, 
in the confounds of formula (I), -W- is -MH-CH(E)-. In 
aTif>1:h*»f particular embodiment -W- is -1JH-CH(?)-, and -Z is a 
radical of the -Q-I-J-T type. in another particular 
embodiment -W- is -IIH-CH(B)-, and -Z is a radical of the 
_ (CHa) B-x-P-I-J-i; type. Tn another particular embodiment -w- 
is -NH-CH(B)-, and -Z is a radical of the - (CHa) B-O-P-Ir J-T 
type, m another partipular embodiment -w- is -iaH-CH(B)-, and 
-Z is a radical of • the -(CH2)a-NR4-P-l-J-T type. In another 
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263 



264 



265 
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3- (4-Benzyl6xyph®ayl) -2-{4- [ i(phenylpyrldin-2-yl-ca 
rbamoyl ) me thoxy] -benzoylainino}propionic acid ; 

^H-NMR: 9.92 (d, IH) , 7.62-7.40 (m, 6H) , 7.35 (d, 
2H) , 7.30-7.10 (m, 7H) , 7.12 (d, IH) , 6.97 (d, 
2H) , 6.90 (2H) , 6.75 (d, 2H) , 5.27 (s, 2H) , 4.89 
(S 2H) , 4.76 (t, IH), 3.11 (dd, IH) , 3.01 (dd, IH) 



3- (4-Benzyloxyphenyl) -2- {4- [ (cyclohexylphenylcarba 
moyit) methoxyhbenzoylamino-} propionic- adidr; -HMS-: — 6-07— 



3- (4-Benzyloxyphenyl) -2- {4- [ ( terfc-butylcyclohexylc 
arbamoyDmethoxy] -benzoylamino}propionic acid; MS: 
587 



3- (4-Benzyloxyphenyl) -2- (4-{ [ (2-f luorophenyl) thiop 
hen-2- 

ylmethylcarbeunoyl] inethoxy }benzoylaniino) propionic 
acid; MS: 639 



(2S) -3- (4-Benzyloxyphenyl) -2- {3- [2- (3-methyl-2-oxo 
-2H-quinoxalin-l-yl) ethoxy] benzoylamino} propionic 
acid; MS: 578 



{23) -3- ( (4-Benzylo3cybenzyl) -{3- [2- (3-methyl-2-oxo- 
2H-quinoxalin-l-yl ) ethoxy] benzoyl } amino) propionic 
acid; MS: 592 



EXAMPLES (Ic) and (Id) 



The con5)ounds of formula (Ic) and (Id) shown in Table 18 were 
synthesized either according to any of methods A to C, 
starting from compovmds of formula (lb) and the aminic 
derivatives HNR2R3 oR HNR20Ri: 
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CIAXMS 



1. A coxnpoxind of formula (I), 



O O 

^cr 

(0 

its stereoisomers and mixtures thereof, its polymorphs and 
mixtures thereof, and the pharmaceutically acceptable 
solvates and addition salts of all of them, wherein the 
central benzene ring may be siibstituted in meta- or para- 
position eUld, 

-A is a radical selected from the group consisting of 

' ' .* 

-ORl , -1IR20R1 and -NR2R3 ; wherein Rl , R2 • and R3 
independently represent -H or - (C1-C4) -alkyl; 

-W- is a biradical selected from the group: -NH-CH(E)-, 
and -N(D) -CH2-CH2-; wherein E is a radical of the 
-G-I-J-K type and D is a radical of the -G-I'-J-K fT 
type where; 

I 

-G- is a bond or a - (CH2) 1-4- biradical; ^ 
is a biradical of a cycle selected from the ^ 
following groups: J^l 
a) cyclopropane, cyclobutane, cyclopentane, q 

cyclohexane and cyclohexene, all optionally 
siibstituted by one or several radicals 
independently selected from -OH, 0x0 (=0) , 
-CHO, -SH, -NO2/ -CN, -P, -CI, -Br, 



AMENDED SHEET 



92 



(Cx-C4) -allianoyl, ' V (C1-C4) -alkoxycaLrbohyl, 
(C1-C4) -alkanoyloxy, (C1-C4) -alkylsulpliinyl , 
(C1-C4) -alkylsulphenyl , (C1-C4) -alkylsulphonyl , 
(C1-C4) -alkyloxy-SOz- , (C1-C4) -alkyl-SOaO- , 
-NR2R3, -CX)NR2R3, (C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, and 
(C1-C4) -alkoxyl optionally substituted by one 
-or— severai- — OH-or — P-; 



a five- or six-meitibered aromatic heterocycle 
containing from one to three heteroatoms 
selected from O, S and N, this heterocycle 
being optionally substituted by one or several 
radicals independently selected from -OH, 0x0 
(=0), -CHO, -SH, -NO2, -CN, -F, -Cl> -Br, 
{C1-C4) -alkanoyl, (C1-C4) -alkoxycarbonyl, 

(C1-C4) -alkanoyloxy, (C1-C4) -alkylsulphinyl, 

(C1.-C4) -alkylsulphenyl , (C1-C4) -alkylsulphonyl , 
(C1-C4) -alkyloxy-S02- , {C1-C4) -alkyl-SO^O- , 

-NR2R3, -CONR2R3, (C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, and 
(C1-C4) -alkoxyl optionally substituted by one 
or several -OH or -F; 
) benzene or benzene substituted by one or 
several radicals independently selected from 
-OH, -CHO, -SH, -NO2, -car, -F, -Cl, -Br, 
(C1-C4) -alkanoyl , (C1-C4) -alkoxycarbonyl , 

(C1-C4) -alkanoyloxy, (Cx-C4) -alkylsulphinyl , 

{C1-C4) -alkylsulphenyl , (C1-C4) -alkylsulphonyl , 
(C1-C4) -alkyloxy-S02- , (C1-C4) -alkyl-S020- , 

-NR2R3 , -C0NR2R3 , (C1-C4) -alkyl optionally 
substituted by one or several -OH or -P, and 
(CX-C4) -alkoxyl optionally substituted by one 
or several -OH or -P; and BEST AVAILABLE COPY 
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d) a bicyclic system consisting of a benzene fused 
with a five- or six-membered ring optionally 



containing from one to three heteroatoms 
selected from O, S and N, this bicyclic system 
being optionally substituted by one or several 
radicals independently selected from -OH, oxo 
(=0) , -CHO, -SH, -CN, -F, -CI, -Br, 

(-ex-e-tf-y—al-fcanoy-l-, (Gx- C4-) -alkoxycarbonyl-, — 

(Ci-C4) -alkanoyloxy, (C1-C4) -alkylsulphinyl , 

(C1-C4) -alkylsulphenyl , (Ci-C4) - alky 1 sulphonyl , 
(C1-C4) -alkyloxy-S02- , (Ca-C4) -alkyl-SOaO- , 

-NR2R3 , -CONR2R3 , (C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, and 
(C1-C4) -alkoxyl optionally svibstituted by one 
or several -OH or ~F; 
is a bond or a biradical selected from the 
following groups: 

a) - (CH2)i-4-alkylidene; 

b) -0-, and 

c) -O- (CX-C4) -eJ-kyl- ; 

is. a ^radical selected from the following groups: 

a) -H; 

b) (C1-C4) -alkyl ; 

c) a radical from a cycle selected from the 
following: cyclopropane, cyclobutane, 
cyclopentane, cyclohexane and cyclohexene, all 
of them optionally sijbstituted by one or 
several radicals independently selected from 
-OH, 0x0 (=0) , -CHO, -SH, -NO2, -CN, -P, -Cl, 
-Br, (Ci-C4)-alkanoyl, (C1-C4) -alkoxycarbonyl, 
(Ci-C4) -alkanoyloxy, {C1-C4) -alkylsulphinyl, 
(CX-C4) -alkylsulphenyl , (Cx-C*) -alkylsulphonyl , 
(CX-C4) -alkyloxy-S02- , (C1-C4) -alkyl-SOaO- , 
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-NR2R3, -'CONR2R3, (C1-C4) -aikyl c5)ptional3Ly 
substituted by one or several -OH or -P, and 
(C1-C4) -alkoxyl optionally substituted by one 
or several -OH or -P; 
d) a radical from a five- or six-membered 
heterocycle containing from one to three 
heteroatoms selected from O, S and N, being 

— ^thi-s— heterocycle_op.tionally_-substiJtxit 

or several radicals independently selected from 
-OH, 0x0 (=0) , -CHO, "SH, -NO2, -CN, -P, -CI, 
-Br, (C1-C4) -alkanoyl, {CX-C4) -alkoxycarbonyl, 
(C1-C4) -alkanoyloxy , {C1-C4) -alkylsulphinyl , 

(C1-C4) -alkylsulphenyl , (C1-C4) -alkyl sulphonyl , 
(C1-C4) -alkyloxy-S02- / (CX-C4) -alkyl-SOaO- , 

-NR2R3, -CONR2R3, (C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, and 
(C1-C4) -alkoxyl optionally substituted by one 
or several -OH or -F; stnd 
e) phenyl or phenyl optionally substituted by one 
or several radicals independently selected from 
-OH, -CHO, -SH, -NO2, -CN, -P, -CI, rBr, 
(C1-C4) -alkanoyl , (C1-C4) -alkoxycarbonyl , 

{C1-C4) -alkanoyloxy, {C1-C4) -alkylsulphinyl, 

(C1-C4) -alkylsulphenyl, (Ci-C4) -alky 1 sulphonyl, 
(C1-C4) -alkyloxy-SOa- , (C1-C4) -allcyl-SOaO- , 

-NR2R3 , -CONR2R3 , (C1-C4) -alkyl optionally 
substituted by one or several -OH or -P, and 
{C1-C4) -alkoxyl optionally substituted by one 
or several -OH or -P; 
is a biradical of a cycle selected from the 
following groups : 

a) cyclopropane, cyclobutane, cyclopentane, 

cyclohexane and cyclohexene, all optionally 
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sfibstibuted. by «>n6 o'r^ several . radicals 
independently selected from -OH, oxo (=0) , 
-Cao, -SH, -NO2, -CN, -P, -CI/ -Br, 
(Ci-C4)-alkanoyl, (C1-C4) -alkoxycarbonyl, 

(C1-C4) -eakanoyloxy, (C1-C4) -alkylsulphinyl , 

{C1-C4) -alkylsulphenyl , (C1-C4) -alkylsulphonyl , 
(C1-C4) -alkyloxy-S02- , (C1-C4) -alkyl-S020- , 

NR2R3^; e0NR2R3v ^Gi--C4-)--aJLkyl ^optionally. 

siabstituted by one or several -OH or -F, and 
(C1-C4) -alkoxyl optionally substituted by one 
or several -OH or -F; 
b) a five- or six-membered aromatic heterocycle 
containing from one to three heteroatoms 
selected from O, S and N, being this 
heterocycle optionally siabstituted by one or 
several radicals independently selected from 
-OH, 0x0 (=0), -CHO, -SH, -NO2, -CN, -F, -CI, 
-Br , (C1-C4 ) -alkanoyl , ( Ci-C* ) -alkoxycarbonyl , 
(Ci-C4) -alkanoyloxy, (d-C*) -alkylsulphinyl, 

{Ci-C4) -alkylsulphenyl, (C1-C4) -alkylsulphonyl, 
(C1-C4) -alkyloxy-SOa- , (C1-C4) -alkyl-SOaO- , 

-1IR2R3, -CONR2R3, (C1-C4) -alkyl optionally 
stibstituted by one or several -OH or -P, and 
(C1-C4) -alkoxyl optionally substituted by one 
or several -OH or -F; 
c) benzene substituted by one or several radicals 
independently selected from -OH, -CHO, -SH, 
-NO2, -CN, -P, -CI, -Br, (Ca-C*) -alkanoyl, 
(C1-C4) -alkoxycarbonyl , (C1-C4) -alkanoyloxy, 

(C1-C4) -alkylsulphinyl, (C1-C4) -alkylsulphenyl, 
(C1-C4) -alkylsulphonyl , (C1-C4) -alkyloxy-SOz- , 
(Ci-C4)-alkyl-S020-, -NR2R3, -CONR2R3, 

(C1-C4) -alkyl optionally substituted by one or 
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several -OH or t-P, . (C1-C4) -alkoxyl optionally 
substituted by one or several -OH or -P phenyl, 
phenoxy and benzyloxy; and 
d) a bicyclic system consisting of a benzene fused 
with a five- or six-menibered ring optionally 
containing from one to three heteroatoms 
selected from O, S and N, being this bicyclic 

sy St em-op tri-onal-ly-subst-ituted-by - one— or -several., 

radicals independently selected from -OH, 0x0 
(=0), -CHO, -SH, -NO2, -CN, -F, -CI, -Br, 
(C1-C4) -alkanoyl , (C1-C4) - alkoxycarbonyl , 

(C1-C4) -alkanoyloxy, {C1-C4) -alkylsulphinyl, 

{C1-C4) -alkylsulphenyl , (C1-C4) -alkyl sulphonyl , 
(Ci-C4) -alkyloxy-SOa- , (C1-C4) -alkyl-SOaO- , 

-NR2R3 , -CONR2R3 , (C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, and 
(C1-C4) -alkoxyl optionally substituted by one 
or several -OH or -P; 



-Z is a radical selected from the following groups: 

a) -Q-i-j-T wherein 

-Q- is a biradical - (CH2) 1-3- ; 

-I- is as defined above; 

-•7- is as defined above; eoid 

-T is a radical selected from the following 
groups : 
a. a) -H; 

a.b) (C1-C4) -alkyl; 

a.c) a radical from a cycle selected from the 
fol lowing : cyclopropcine , cyclobutane , 
cyclopentane, cyclohexane and cyclohexene, 
all of them optionally substituted by one 
or several radicals independently selected 
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froiii -OH, 03C0 (=0) , -CHO, -SH, -NO2, -CN, 
-F, -CI, -Br, (C1-C4) -alkanoyl. 



(C1-C4) -alkoxycarbonyl , (CX-C4) -alkanoyloxy , 
iCx^Ci) -alkylsulphinyl, 
(Ci-CU) -alkylsulphenyl , 
(C1-C4) -alkylsulphonyl , 

(C1-C4) -alkylO3cy-S02- , (Cx-C*) -alkyl-S020- , 

— NR2R3-J GONR2m> (Cx--C4-)-«alkyJ — ^opisionally 

siibstituted by one or several -OH or -F, 
and {C1-C4) -alkoxyl optionally substituted 
by one or several -OH or -F; 
d) a radical from a five- or six-meinbered 
heterocycle containing from one to three 
heteroatoms selected from O, S and N, this 
heterocycle being optionally substituted by 
one or several radicals independently 
selected from -OH, 0x0 (=0) , -CHO, -SH, 
-NO2, -CN, -P, -CI, -Br, (C1-C4) -alkanoyl, 
(C1-C4) -alkoxyceurbonyl , (C1-C4) -alkanoyloxy , 
(C1-C4) -alkylsulphinyl, 
(C1-C4) -alkylsulphenyl, 
(C1-C4) -alkylsulphonyl, 

(C1-C4) -alkyloxy-SOa- , (C1-C4) -alkyl-S020- , 
-NR2R3, -CONR2R3, (C1-C4) -alkyl Optionally 
s\2bstituted by one or several -OH or -P, 
and (C1-C4) -alkoxyl option8aiy stibstituted 
by one or several -OH or -P; 
.e) phenyl or phenyl optionally substituted 
by one or several radicals independently 
selected from -OH, -CHO, -SH, -NO2, -CN, 



(C1-C4) -alkoxycarbonyl, {C1-C4) -alkanoyloxy. 



-CI, 



-Br, 



{C1-C4) -alkanoyl. 



(Cx-C4) -alkylsulphinyl. 
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(C1-C4) -alkylsulphenyl, 
{C1-C4) -alkylsulphonyl, 

(Ci-C4)-alkyloxy-S02-, (C1-C4) -alkyl-SOaO-, 
-NR2R3, -CONR2R3, (C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, 
and (C1-C4) -alkoxyl optionally substituted 
by one or severeJ. -oh or -F; and 
^..f-)_.-a- asadical from —..a- _ .Jaicycaic — ayat.e.n9. 



consisting of a benzene fused with a five- 
or six-membered ring optionally containing 
from one to three heteroatoms selected from 
O, S and N, being this bicyclic system 
optionally substituted by one or several 
radicals independently selected from -OH, 
0x0 (=0), -CHO, -SH, -NO2, -CN, -F, -CI, 
_Br , ( Ci- C4 ) - alkanoyl , 

(Ci- C4) -alkoxycarbonyl , (C1-C4) -alkanoyloxy , 
(C1-C4) -aikylsulphinyl, 
(C1-C4) -alkylsulphenyl , 
(C1-C4) -alkylsulphonyl, 

(C1-C4) -alkyloxy-SOa-, (C1-C4) -alkyl-SOaO- , 
-NR2R3, -CONR2R3, (C1-C4) -alkyl optionally 
sxibstituted by one or several -OH or -F, 
and (Ci-C4) -alkoxyl optionally substituted 
by one or several -OH or -F; 
b) - (CH2)b-X-P-I-J-T wherein 
s is 2 or 3; 

-X- is selected from the group consisting of -0-, 
-S-, -SO-, -SO2- and -NR4-, being R4 a radical 
selected from the group: 
b.a) -H; 

b.b) (Ci-Cxo) -alkyl; 
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b.c) cycloalkyl, . cycloalkyl-CO- , 

cycloalkyl- (C1-C3) -alkyl and 
cycloalkyl- (C1-C3) -alkanoyl, wherein the 
cycloalkyl is a five- or six-membered ring 
optionally substituted by one or several 
radicals selected from -OH, 0x0 (-0) , -CHO, 
-SH, -NO2, -CN, -F, -CI, -Br, 

(jCx-CJ-rLalkanpxl-., .(i2ari34l:i.al.kQ3j^^^ 

(C1-C4) -alkanoyloxy, (C1-C4) - alkyl sulphinyl, 
(C1-C4) - alkyl sulphenyl, 
( Cx - C4 )- alky 1 sulphonyl , 

(C1-C4) -alkyloxy-SOs- , (C1-C4) -alkyl-SOaO- , 
-NR2R3 , -CONR2R3 , {C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, 
and - {C1-C4) -alkoxyl optionally substituted 
by one or several OH or F; 
b . d) phenyl , phenyl-CO- , phenyl - (C1-C3 ) -alkyl 
and ^ phenyl- (C1-C3) -alkanoyl, being this 
aromatic ring optionally substituted by one 
or several radicals selected from -OH, 
-CWO, -SH, -NO2, -CN, -F, -CI, -Br, 

( Cx- C4 ) - alkanoyl , ( Cx- C4 ) - alkoxycarbonyl , 

(CX-C4) -alkanoyloxy, (CX-C4) -alkyl sulphinyl , 

(CX-C4) -alkylsulphenyl, 

( CX-C4 ) -alkylsulphonyl , 

(CX-C4) -alkyloxy-SOa- , (CX-C4) -alkyl-SOaO- , 
-NR2R3 , -CONR2R3 , {C1-C4) -alkyl optionally 
substituted by one or several -OH or -F, 
euid {CX-C4) -alkoxyl optionally siabstituted 
by one or several -OH or -F; and 
b.e) a heterocycle, heterocycle-CO, 

heterocycle- (C1-C3) -alkyl and 
heterocycle- (CX-C3) -alkanoyl, wherein the 
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heterbcycle is a five- or six-member ed ring 
containing from one to three heteroatoms 
selected from O, S and N, being this 
heterocycle optionally substituted by one 
or several radicals selected from -OH, oxo 

(=0) , -CHO, -SH, -NOar 'CN, -P, -Cl, -Br, 

(C1-C4) -alkanoyl , (C1-C4) -alkoxycarbonyl , 
(C1-C4 ) -alk anoyloxy, (Cx-Cjj^alkyl^^ 

( Ci - C4 ) - alky 1 sulphenyl , 

(C1-C4) - alky 1 sulphonyl , 

(C1-C4) -alkyloxy-SOa- , (CX-C4) -alkyl-SOaO- , 
-NR2R3, -CONR2R3, (Cx-C*) -alkyl optionally 
substituted by one or several -OH or 
and (C1-C4) -alkoxyl optionally substituted 
by one or several -OH or -F; 

-P- is a bond or a -(CH2)i-4- biradical; 

-I- is as defined above; 

-J- is as defined above; and 

-T is a radical as defined above; 

- (CH2)u-CO-NR5-P-I-J-T wherein 

u is 1 or 2; 

-R5 is a radical selected from the group: 
c.a) -H; 

c -b) (Ci-Cio) -alkyl ; 

c • c ) cycloalkyl and cycloalkyl - ( Ci- C3 ) - alkyl , 
wherein the cycloalkyl is a five- or 
six-menibered ring optionally substituted by 
one or several radicals selected from -OH, 
0x0 {=0), -CHO, -SH, -NO2, -CN, -P, -CI, 
-Br, (C1-C4) -alkanoyl, 

(C1-C4) -alkoxycarbonyl , (C1-C4) -alkanoyloxy , 

(C1-C4) - alkyl sulphinyl, 

(C1-C4) -alkylsulphenyl, 
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(C1-C4) -alkyl sulphonyl/ 

(Ci-C4) -alkyloxy-SOz- , (Cx-C*) -alkyl-SOzO- , 
-NR2R3, -CONR2R3, (CX-C4) -etLkyl optionally 
svibstltuted by one or several -OH or -P, 
and {C1-C4) -alkoxyl optionally svibstituted 
by one or several -OH or -P; 
I) phenyl and phenyl- (C1-C3) -alkyl, being 
this ar<»natic ri ng optionctLly substi tuted 
by one or several radicals selected from 
-OH, -CHO, -SH, -NO2, -CN, -F, -Cl, -Br, 

(Ci-C4) -alkanoyl , {C1-C4) -alkoxycarbonyl , 

(C1-C4) -alkanoyloxy, (Cx-Ci) -alkylsulphinyl , 

(CX-C4) -alkylsulphenyl, 

(Cx-Ca) -alkylsulphonyl, 

(C1-C4) -alkyloxy-SOa- , (C1-C4) -alkyl-SOaO- , 
-NR2R3, -CONR2R3, (Cx-Ca) -alkyl optionally 
substituted by one or several -OH or -F, 
and (CX-C4) -alkoxyl optionally substituted 
by one or several -OH or -F; and 
e) a heterocycle and 

heterocycle - ( Cx - C3 ) - alkyl , wherein the 
heterocycle is a five- or six-membered ring 
containing from one to three heteroatoms 
selected from O, S and N, being this 
heterocycle optionally stibstituted by one 
or several radicals selected from -OH, 0x0 
(=0), -CHO, -SH, -NO2, -Cai, -F, -CI, -Br, 
(CX-C4) -alkanoyl , ( C1-C4) -alkoxycarbonyl , 

(Cx-C*) -alkanoyloxy, (Cx-C*) -alkylsulphinyl, 
(CX-C4) -alkylsulphenyl, 
( Cx- C4 ) - alkylsulphonyl , 

(Cx-C4) -alkyloxy-SOa- , (Cx-C*) -alkyl-SOaO- , 
-NR2R3, -CONR2R3, (CX-C4) -alkyl optionally 
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substituted by one or: several several -OH or 
-F, and (C1-C4) -alkoxyl optionally 
substituted by one or several -OH or -P; 



-P- is as defined above; 



-I- 



is as defined above; 



-J- 



is as defined above; euid 



-T is as defined above; 

d-) (-eH2-)-B-NR6-R-7-^- wherein -s-^ defined— above., — and- 

R6 and R7 together with the N are joined forming 
a five-, six, or seven-membered cycle optionally 
containing from one to three additional 
heteroatoms selected from O, S and N, and that 
may be fused or substituted by one or two five- 
or six-membered cycles optionally containing one 
or several heteroatoms selected from the group 
composed of O, S and N, all the cycles being 
optionally substituted by one or several radicals 
independently selected from -OH, 0x0 (=0) ,^ -CHO, 
-SH, -NO2. "Cai, -i?, -CI, -Br, (Ci-C4)-alkanoyl, 
(Cx-C4) -alkoxycarbonyl , (C1-C4) -alkanoyloxy, 

(C1-C4) -alkylsulphinyl , (C1-C4) -alkylsulphenyl , 

(Ci-C4) -alkylsulphonyl , {C1-C4) -alkyloxy-SOa- , 

{CX-C4) -alkyl-S020- , -NR2R3 , -CONR2R3 , 

(C1-C4) -alkyl optionally substituted by one or 
several -OH or -P, and (C1-C4) -alkoxyl optionally 
substituted by one or several -OH or -F; and. 
e) - (CH2)u-CO-NR6R7 wherein u is as defined above, 
and R6 and R7 are as defined above; 



with the proviso that compound of formula (X) is neither of 
2- (4-benzyloxybenzoylamino) -3-phenylpropionic acid, 
2- [4- (4-methoxybenzyloxy)ben2oylamino] -3-phenylpropionic 
acid, 2- [4- (4-bromobenzyloxy) benzoylamino] -3-phenylpropionic 
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acid, , cyciopehtyl- [4- (2-ihethylquinolin-4- 
ylmethoxy) benzoylamino] acetic acid methyl ester, [4- (2- 
.niethylquinolin-4-ylmethoxy) benzoylaminol (tetrahydropyran-4- 
yl) acetic acid methyl ester or 2- (4-ben2yloxybenzoylamino) -3- 
biphenyl-4-ylpropionic acid or 2- (4-benzyloxybenzoylamino) -3- 
(4 ' -trif luorometho3cybiphenyl-4-yl) propionic acid . 

-^Z^JEhe--. compoTind- ...accoxdlng__ to ^claim 1 Jj^ierein is^ 



-NH-CH(E) 

3. The compovmd according to claim 2, wherein -Z is a radical 
of the -Q-I-J-T type. 

4. The compound according to claim 2, wherein -25 is a radical 
of the -(CH2)8-X-P-I-J-T type. 

5. The compovmd according to claim 4, wherein -X- is -0-. 

6. . The coii5>ound according to claim 4, wherein s is 2 and -X- 
is -NR4- . 

7. The compound of claim 1, wherein W is -N(B) -CH2-CH2- . 

8. The caaxpovmd according to claim 7, wherein -Z is a radical 
of the -Q-I-J-T type. 
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